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1. This opinion contains indications relating to the following items: 

Basis of the opinion 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Rule 436/j.l(a)(i) with regard to novelty, inventive step or industrial 
applicability-, citations and explanations siq)porting such statement 

Certain documents cited 
Certain defects in the international application 
Certain observations on the international application 

2. FURTBOSai ACTION 

If a demand for international preliminary examination is made, this opinion will be considered to be a written opinion of the 
International Preliminary Examining Authority ("IPEA") except that this does not apply where the applicant chooses an 
Authority otho- than this one to be the EPEA and the chosen IPEA has notified the International Bureau under Rule 66.1to/t) 
that written opinions of this International Searching Authority will not be so considered. 

If this opinion is, as provided above, considered to be a written opinion of the IPEA, the applicant is invited to submit to the 
IPEA a written reply together, where appropriate, with amendments, before the expiration of 3 months from the date of mailing 
of Form PCT/ISA/220 or before the expiration of 22 months from the priority date, whichever expires later. 
For further options, see Form PCT/ISA/220, 

3 . For further details, see notes to Form PCT/ISA/220. 
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BoxNa I Basis of this opinion 



International application No. 
PCT/US04/35874 



1 . With regard to the language, this opinion has been established on the basis of the international appUcation in the language in which it 
was filed, unless otherwise indicated under this item. 

d] This opinion has been established on the basis of a translation from the original language into the foUowing language , 

which is the language of a translation furnished for the purposes of international search (under Rules 1 2.3 and 23 . 1(b))] ' 

2. With r^ard to any nucleottde and/or amino acid sequence disclosed in the international application and necessary to the claimed 
invention, this cpinion has been established on the ba^ of: 

a. type of materia] 

□ 

a sequence listing 

table(8) related to the sequence listing 

b. format of matCTial 
in written format 
in coniputer readable form 

c. time of filing/furnishing 
contained in international application as filed. 

□ filed together with the inteniational application in computer readable form. 

□ furnished subsequently to this Authority for the purposes of search. 

3. □ In addition, in the case that more than one version or copy of a sequence listing and/or table relating thereto has been filed 
or fiimished, the required statements that the information in the subsequent or additional copies is identical to that in the 
apphcation as filed or does not go beyond the application as filed, as ^ropriate, were furnished. 

4. Additional comments: 
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Box No. m N6n:^ tabl»hment of opinion yAth regard to novelty , inTcnave step and industrial .onlir.hiHH, 

the entire international application 
13 claims Nos. Claim 33 js an tmnmrer muTtinlv A.^^ .,rmT 
because: 

CU the said intemational application, or the said claim Nos. reW^ t« th, r^iw.: i.- . 

an international prelimiLy e^Lnation (spe^M ^ '^'^ 



Claim 33 is an improper multiply dependent claim. 



□ ;;^"«^"-«clain.sNos._a..oi„adequate,ysuppo.edbythedescr^^^^ opinion cotUd be 



□ 
□ 



no international search report has been established for said claims Nos. 

Al^^^Z^Tinti;-^ -^'^ With the s.«^ p^^ed in Annex C oft.. 



the written form 



the computer readable form 



□ 
□ 
□ 
□ 



has not been furnished 

does not conqsly with flie standard 

has not been furnished 

does not comply with the standard 



I — I See Si^lemental Box for further details. 
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Box Na V Reasoned statement under Rule 43 6fe.l(a)(i) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 



1. Statement 

Novelty (N) 

Inventive step (IS) 

Industrial applicability (lA) 



Claims 5,13-17,23.35.37 



Claims 1-4,6-12. 18-2Z24-3Z34.36 



_YES 
JSiO 



Claims NONE 



Claims l>32,34-37 



_YES 
.NO 



Claims 1-32.34-37 



Claims NONE 



_YES 
_NO 



2. Citations and explanations: 

Claims 1-33^5-37 meet Ihe criteria set out in PCT Article 33(4), and thus have industrial applicability because the subject matter 
claimed can be made or used in industry. 

Claims 1-4,6-12,18-20,22-27,34^6 lack novelty under PCT Article 33(2) as being anticipated by US Patent 5,547,959 
US Patent 5,547,959 discloses treatment of the allograft donor graft and recipient with rapamycin ( a VEGF alitagonist as per claim 36) 
to treat graft rejection (see columns 2-4). US Patent 5,547,959 discfoses that the immunosuppressive agents CSA or FK.506 or 
prednisone can be used in combination with said treatment (see column 4). The graft can be a heart graft (see cohmms 3-4). 

Claims 18-22,30,31 lack novelty under PCT Article 33(2) as being antic^ted by WO 98/41344. 

WO 98/41344 discloses the treatment of kidney allograft rejection using a humanized antiTwdy against VEGF (see page 6, 7, 29). 

Claims 1-32,34-37 lack an inventive step under PCT Article 33(3) as Jieing obvious over US Patent 5,547,959 in view of WO 98/41344 
US Patent 5,547,959 discloses treatment of the allograft donor graft and recipient with rapamycin ( a VEGF antagonist as per claim 36^ 
to treat graft rejection (see columns 2-4). US Patent 5,547,959 discfoses that the immunosuppressive agents CSA or FK.506 or 
prednisone can be used in combination with said treatment (see column 4). The graft can be a heart graft (see columns 3-4) WO 
98/41344 discloses the treatment of kidney allograft rejection using a humanized antibody against VEGF (see page 6, 7 29) It woTild 
have been pnma fecie obvious to one of ordinary skiU in the art at tiie time the invention was made to have administered the antiVECT 
antibody to Ae recipient receiving the rapamycin treated graft because US Patent 5,547,959 discloses treatment of the allograft donor 
graft and recipient wi& rapa^ to treat graft rejection and that other immunosuppressive agents can be used in combination with 
said treatment whilst WO 98/41344 discloses the treatment of kidney allograft rejection using a humanized antibody against VEGF 
TTie use of the imraunostqjpressive mycophenolate and its related derivatives is well known in the art for the treatment of graft 
IT^^J^^y^'"'^!^^ ^ * commercially available humanized antiVEGF antibody PTK 787 is a commercially available^rt known 
VEGF inhibitor. The method could have been used wifli any graft donor. 
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